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Abstract (Basic) : EP 236210 A 

Prodn. of hybrid protein (A), contg . a hydrophilic, N-terminal 
peptide extension terminated by a trypsin cleavage site, fused to the 
mature human serum albumin (HSA) sequence, comprises cultivating a 
strain of E . coli able to retain a plasmid which contains the 
nucleotide sequence coding for (A) , the expression of which is 
controlled by an inducible bacterial promoter. Also new are (1) the 
plasmids pXL462; pXL641; pXL740 and pXL741 and (2) hybrid proteins 
expressed by these plasmids. 

pXL462 contains the PL promoter; the ribosome-binding site (RBS) of 
the gene ell of lambda phage (lacking the tRl transcription termination 
site) ; ATG start codon and the first 6 codons of the ell gene. It 
produces an (A) having the N-terminal extension of formula 
(Met) -Val-Arg-Ala-Asr -Lys-Arg. pXL641 contains the Ptrp promoter 
followed by penicillin amidase (PA) promoter; the RBS of PA and the 
first 6 codons of the PA gene. It produces an (A) with N-terminal 
extension of formula Met-Lys -Asn-Arg-Asn-Arg . pXL740 and pXL741 are 
similar to pXL641 but the extension is modified by directed mutagenesis 
to Met-Lys-Asn-Arg-Lys-Arg or Met - Lys-Arg -Lys-Arg . The (A) formed is 
converted to denatured, insoluble form, then renatured and solubilised 



to rearrange the sec. and tert. structures of the polypeptide chain. 
(A) is treated with trypain to give a protein having a primary 
structure identical to HSA. 

USE/ ADVANTAGE - (A) can be converted into mature HSA. 
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